Thi azol e substituted benzenesul fonanides are [err]
agonists with very litte [err]

' gs

and [err
such the

unds ar e woAAaRTERLETUAL PROIBRIY ORGANIZATEINY ST S and
éxpenditure incells.

adr ener gi c e
adrenergi c receptor §

] :
gy

The conpound&™Ppige! §#%Pe potent activity in the

t r eat MINTERNATIONAL APPHICATION PUBLISHEDEENDER THEPMHWGEEM'HON TREAEY (MH)

to oYt Clakfcatoy €1 S and gnol [ e al se hi gh
i r pro{eel nhig &1 rﬁ&éﬂ ﬁ?f? gﬁﬁ ﬁ@t t"m\‘? god'lﬁl (5’n t he ggﬁpoun S
ca) be COm AV, LT ’6‘§£ ¢ i (Eﬁﬁhkﬁﬂmﬂﬂfﬁﬁeaaﬁﬂmﬂ?pr €S SHNly HYEE6H %)
e y—coupH-pg—ar—ar-reaHartpherr—su-onram-de—w-th-
an hfiodh Apphi fepit €d @%ﬁéﬁ)@lslﬁ Dedignheot Beated 1AL, XRA, hﬁd@z h@rmi B6, BiSEY,
of ?ﬁgﬁgghﬁbunéﬁ I'n thﬁetreatnent of . dlgggteé%;mdou bez iEEYGE ID| sy IPNKG,
t 1 ij gh2yermatheal FéueDge:and Chishves 198 (B018VEl s 0KRr K. &L, hRduH‘ E‘ﬁrbg M,IFCMM,II:‘RI‘{![XI,
| i poprotein | evels or for decreasing guf not gprllf}glug'r %g % oM. KE, LS,
(30) Priority Data: MW, SD, SZ, UG ZW) Evrasian patent (AM, AZ, BY,
60/036,760 28 January 1997 (28.01.97) Us KG, KZ, MD, RU, TJ, TM), European patent (AT, BE, CH,
9705041.3 12 March 1997 (12.03.97) GB DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT,

(71) Applicant (for all designated States except US): MERCK &
CO., INC. [US/US]; 126 East Lincoln Avenue, Rahway, NJ
07065 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): MATHVINK, Robert, J.
[US/US); 126 East Lincoln Avenue, Rahway, NJ 07065
(US). PARMEE, Emma, R. [GB/US]; 126 BEast Lincoln
Avenue, Rahway, NJ 07065 (US). TOLMAN, Samuel
[US/US]; 126 East Lincoln Avenune, Rahway, NJ 07065
(US). WEBER, Ann, E. [US/US); 126 East Lincoln Avenue,
Rahway, NJ 07065 (US).

(74) Common Representative: MERCK & CO., INC.; 126 East
Lincoln Avenue, Rahway, NJ 07065 (US).

SE), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN
MR, NE, SN, TD, TG).

ML,

-

Published
With international search report.

(57) Abstract

levels and cholesterol levels or raising high density lipoprotein levels

(54) Title: THIAZOLE BENZENESULFONAMIDES AS 3 AGONISTS FOR THE TREATMENT OF DIABETES AND OBESITY

Thiazole substituted benzenesuifonamides are §3 adrenergic receptor agonists with very litte £ and 82 adrenergic receptor activity
and as such the compounds are capable of increasing lipolysis and energy expenditure in cells. The:compounds thus have potent activity
in the treatment of Type II diabetes and obesity. The compounds can also be used to lower triglyceride levels and cholesterol levels or
raise high density lipoprotein levels or to decrease gut motility. In addition, the compounds can be used to reduce neurogenic inflammation
or as antidepressant agents. The compounds are prepared by coupling an aminoalkylphenyl-sulfonamide with an appropriately substituted
epoxide. Compositions and methods for the use of the compounds in the treatment of diabetes and obesity and for lowering triglyceride

or for decreasing gut motility are also disclosed.




